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[ Abstract]

combination (Ames test, in vitro CHO cell chromosome aberration test and mouse bone marrow micronucleus test) was used to

Objective To evaluate the genetic toxicity of Wentilactone A. Methods The classical genotoxicity test

detect the genotoxicity of Wentilactone A. Results Ames test suggested that Wentilactone A was not mutagenic against
Salmonella typhimurium with or without the metabolic activation system (S9) at five doses of 5 000, 500, 50, 5, and 0.5 pg/dish.
CHO cell chromosome aberration test suggested that the CHO cells cultured in 4 h and 24 h did not induce chromosomal aberrations
in three dose groups at the final concentration of 23.74, 47.48, 94.96 pg/ml, with and without S9. The mouse bone marrow
micronucleus test showed no significant difference in the bone marrow micronucleus induction rate of cells at three doses of 100,
200, and 400 mg/kg treated for 24 h and at dose of 400 mg/kg treated for 48 h compared with the solvent control group (P>0.05).
Conclusion These results indicated that Wentilactone A did not exhibit genetic toxicity based on the Ames test, CHO
chromosomal aberration test and micronucleus assay. It was suggested that Wentilactone A had no genetic toxicity and potential
carcinogenicity.
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FFHE X i 2H T 5 10011 1.62+0.42 20.88+4.94*

"P<0.05, S IR LA

SE UYL ), E B T WS G AR i
SERE A CAR , R 37 R AR TR TR R
R DAk & W3 e AR i E R B2 ik . JLAE
il e o 1A R A T 2 ol G £ (R R 27 R AR 16 45 40 1
(AL A, S i B T A

TSR AL B R e Bl & 1k,
TN JE R R4 5 EA% 2 %0, MARSMRLS 25 2R
R RGE, AN P& TS ARG LR
4, Rerill SR 248 | Yt IR AR A5 2 int R 2 4
R R A EBRARE A ) 2R B,

AW SR B, AR, SRAPRHETF
s A, WA FEAEIL 5000, 500, 50, 5. 0.5 ug Y
SARFNHE T, INEEA I SO i %o 47 42 I kb 750 B 43
FEYD ) TH ¥ JC B AR M s XF CHO 4 g, 7 23.74,
47.48., 94.96 pug/ml 3 IS, INSAM S9, F 24 h
F1 48 hif5 & W20 B G (o IR AR SR /N T 5%, 5
FI T R 25 FAH LB H 22 R ¥ g1t 22 8 X
(P>0.05), B WA 7E3Z15f &2 T JCE CHO 4il iy

Yu o PRI AR RN ; WA FE 100, 200, 400 mg/kg 3
R, X ICR/IN B 0 375 & 23815 5 R 0 IR L
BT 22 5, R HAEZ 00 M ICR /R
TR, ARG RPN WA A 8L 5
PERSE TR

IR SCRR A WA 7N 200 it il i 1 3 58 A
PR, B TG s AR WARIE . AWFFE TR
Ik WA FEDF & b 72 v FH 7 I PRI R s v 97 11
P2 XS KA T AR

[ &% 30Hk]

[1]  ZZ3CHH. Wentilactone AX/INAH A 34 FE S0 A5 S 08 T
ATFHUEIBFSED]. Lt 45— % K22, 2016.DOLCNKI:CD-
MD:2.1016.327748

[2] % 3CWH, # 4 F . Wentilactone A i /1N 41 il ili 5 2 NCI-
H1688A L AT R I [J]. 252750 K, 2016, 34(3): 219-
222.

[3] LV C,HONG Y, MIAO L, et al. Wentilactone A as a novel po-
tential antitumor agent induces apoptosis and G2/M arrest of hu-

man lung carcinoma cells, and is mediated by HRas-GTP accu-


https://doi.org/10.3969/j.issn.1006-0111.2016.03.007
https://doi.org/10.3969/j.issn.1006-0111.2016.03.007

538

2020 4F 11 1 25 HES 38 3845 6 1]

Journal of Pharmaceutical Practice, Vol. 38, No. 6, November 25, 2020

(4]

(5]

(6]

(7]

(8]

(9]

mulation to excessively activate the Ras/Raf/ERK/p53-p21
pathway [J]. Cell Death Dis, 2013, 4: €952.

HRA, ARG, R ET, 45, B A N BREE Y L BT
(7). Z5°F 9 kdiks, 2016, 34(3): 215-218.

rhie N RSLRINE T A AR5 BUR . B2 (K9 29) I R BT RIF 90 48 5
BRI 2R (Zy 2, 25 3E, FFE24)[S]. 1993.

JE B R ICH 24 T 0 94 D R R SR (2 A T
AP, LT AR A H ik, 2001: 37-61.

OECD. Test Guidance 471. Bacterial Reverse Mutation Test. In:
OECD Guidance For Testing of Chemicals[S]. Paris: Organiza-
tion for Economic Cooperation & Development. 1997.

OECD. Test Guidance 474. Mammalian Erythrocyte Micronuc-
leus Test. In: OECD Guidance for Testing of Chemicals [S].
Paris: Organization for Economic Cooperation & Development.
1997.

OECD. Test Guidance 473. In Vitro Mammalian Chromosome

(L4 491 W)

(8]

(9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

RUJL, LI P, WANG J N, et al. TCMSP: a database of systems
pharmacology for drug discovery from herbal medicines[J]. J
Cheminform, 2014, 6: 13.

DAINA A, MICHIELIN O, ZOETE V. SwissTargetPrediction:
updated data and new features for efficient prediction of protein
targets of small molecules[J]. Nucleic Acids Res, 2019,
47(w1): W357-W364.

UniProt Consortium. UniProt: a worldwide hub of protein
knowledge[J]. Nucleic Acids Res, 2019, 47: D506-D515.
ZHOU Y Y, ZHOU B, PACHE L, et al. Metascape provides a
biologist-oriented resource for the analysis of systems-level
datasets [J]. Nat Commun, 2019, 10(1): 1523.

STERLING T, IRWIN J J. ZINC 15: ligand discovery for
everyone[J]. J Chem Inf Model, 2015, 55(11): 2324-2337.
GOODSELL D S, ZARDECKI C, DI COSTANZO L, et al. RC-
SB Protein Data Bank: Enabling biomedical research and drug
discovery[J]. Protein Sci, 2020, 29(1): 52-65.

CHEN C N, LIN C P, HUANG K K, et al. Inhibition of SARS-
CoV 3C-like protease activity by theaflavin-3, 3'-digallate
(TF3)[J]. Evid Based Complement Alternat Med, 2005, 2(2):
209-215.

MENACHERY V D, YOUNT B L Jr, DEBBINK K, et al. A
SARS-like cluster of circulating bat coronaviruses shows poten-
tial for human emergence[J]. Nat Med, 2015, 21(12): 1508-
1513.

NGUYEN N T, NGUYEN T H, PHAM T N H, et al. Autodock
vina adopts more accurate binding poses but Autodock4 forms
better binding affinity [J]. J Chem Inf Model, 2020, 60(1): 204-
211.

HSIN K Y, MATSUOKA Y, ASAI Y, et al. systemsDock: a
web server for network pharmacology-based prediction and ana-

lysis[J]. Nucleic Acids Res, 2016, 44(w1): W507-W513.

[10]

[11]

[12]

[13]

[14]

[18]

[19]

[20]

[21]

[22]

23]

[24]

[25]

[26]

[27]

28]

Aberration Test In: OECD Guidance for Testing of Chemicals
[S]. Paris: Organization for Economic Cooperation & Develop-
ment. 1997.
el B 2 i B R 2R A TRV E DTSR R S
([ zH] GPT2-1)[S]. 2007.
MORTELMANS K, ZEIGER E. The Ames Salmonella/micro-
some mutagenicity assay[J]. Mutat Res, 2000, 455(1-2): 29-
60.
MR . A A BREE R BHE R T (D). i 25 "B K
2#,2016.
MR, sk K, REF, 5. B BB HiFLT R85
PEREA D). T2 S RA A, 2012, 31(5): 281-284.
% . HDZ- 137/ (£ 2 VEPEA (%) [C). 2016455 75
2[F YA 2. 2016-06-28.
[ AE] 2020-04-16 [fEEIEHI] 2020-06-02
[(AxHE] THE

WANG C, HORBY P W, HAYDEN F G, et al. A novel
coronavirus outbreak of global health concern[J]. Lancet,
2020, 395(10223): 470-473.
A R /NEESAZAER AT TE M. b st AR TR RREE, 1959:
23.
HSSEAH . FRICIA BT I EE BN AL &k iR Y7 XUIE R E I R
HORI]. N5t R 2y, 2017, 36(14): 42-43.
5T, BRI, B9 A, Rel A/p6SIXBmR AL 17 B 5 v 1 56
F ] R BEAREAGE, 2018, 46(2): 216-220.
TR, FEET, (15, 55 M IRSE R o L Y2 I RERT
FEERE[T]. FARBE 2 B4, 2019, 40(1): 66-68.
ZHOU P, YANG X L, WANG X G, et al. A pneumonia out-
break associated with a new coronavirus of probable bat
origin[J]. Nature, 2020, 579(7798): 270-273.
FERH, B 30, R 4 B 0K R Fe A B2 h OB e R 25 3
Ve LA ) Y 52 8 [J/OL). o ] B= B 2422 2 35 1-5[2020-
07-14].  https://kns.cnki.net/kcms/detail/42.1204.R.20200420.
1846.047.html.
kR e, Tk SCE, 4, S 3CHIZCLER A i54m il 5
BB R (] R BR2 AT A8, 2016, 43(3): 425-430.
ZHANG L L, LIN D Z, SUN X, et al. Crystal structure of
SARS-CoV-2 main protease provides a basis for design of im-
proved a-ketoamide inhibitors[J]. Science, 2020, 368(6489):
409-412.
TKREERE, RUCE, B, 55, BT 4K 2 BSR4 X S AT
IR JFRIRTT T R AR R 48 (COVID-19) R 431 s FIAL
il [J/OL).H* 24 #% : 1-8[2020-05-14]. https://kns.cnki.net/kems/
detail/44.1286.R.20200511.1748.002.html.
FEMEER, WL, MRWLL, 45, JET 48 25 B2 03 1 X 2 1Y
F it MBI T B S AR R Al 58 (COVID-19)T P b W Y
W5 (9], P2y, 2020, 51(7): 1731-1740.

[FsEE]  2020-05-26 [fEEMHEHA]  2020-10-16

[AxmE]  BREEH


https://doi.org/10.1038/cddis.2013.484
https://doi.org/10.3969/j.issn.1006-0111.2016.03.006
https://doi.org/10.1016/S0027-5107(00)00064-6
https://doi.org/10.1038/cddis.2013.484
https://doi.org/10.3969/j.issn.1006-0111.2016.03.006
https://doi.org/10.1016/S0027-5107(00)00064-6
https://doi.org/10.1038/cddis.2013.484
https://doi.org/10.3969/j.issn.1006-0111.2016.03.006
https://doi.org/10.1016/S0027-5107(00)00064-6
https://doi.org/10.1186/1758-2946-6-13
https://doi.org/10.1186/1758-2946-6-13
https://doi.org/10.1093/nar/gkz382
https://doi.org/10.1093/nar/gky1049
https://doi.org/10.1038/s41467-019-09234-6
https://doi.org/10.1021/acs.jcim.5b00559
https://doi.org/10.1002/pro.3730
https://doi.org/10.1093/ecam/neh081
https://doi.org/10.1038/nm.3985
https://doi.org/10.1021/acs.jcim.9b00778
https://doi.org/10.1093/nar/gkw335
https://doi.org/10.1016/S0140-6736(20)30185-9
https://doi.org/10.3969/j.issn.1006-0979.2017.14.043
https://doi.org/10.1038/s41586-020-2012-7
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://doi.org/10.1126/science.abb3405
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://doi.org/10.7501/j.issn.0253-2670.2020.07.007
https://doi.org/10.1186/1758-2946-6-13
https://doi.org/10.1186/1758-2946-6-13
https://doi.org/10.1093/nar/gkz382
https://doi.org/10.1093/nar/gky1049
https://doi.org/10.1038/s41467-019-09234-6
https://doi.org/10.1021/acs.jcim.5b00559
https://doi.org/10.1002/pro.3730
https://doi.org/10.1093/ecam/neh081
https://doi.org/10.1038/nm.3985
https://doi.org/10.1021/acs.jcim.9b00778
https://doi.org/10.1093/nar/gkw335
https://doi.org/10.1016/S0140-6736(20)30185-9
https://doi.org/10.3969/j.issn.1006-0979.2017.14.043
https://doi.org/10.1038/s41586-020-2012-7
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://doi.org/10.1126/science.abb3405
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://doi.org/10.7501/j.issn.0253-2670.2020.07.007
https://doi.org/10.1186/1758-2946-6-13
https://doi.org/10.1186/1758-2946-6-13
https://doi.org/10.1093/nar/gkz382
https://doi.org/10.1093/nar/gky1049
https://doi.org/10.1038/s41467-019-09234-6
https://doi.org/10.1021/acs.jcim.5b00559
https://doi.org/10.1002/pro.3730
https://doi.org/10.1093/ecam/neh081
https://doi.org/10.1038/nm.3985
https://doi.org/10.1021/acs.jcim.9b00778
https://doi.org/10.1093/nar/gkw335
https://doi.org/10.1016/S0140-6736(20)30185-9
https://doi.org/10.3969/j.issn.1006-0979.2017.14.043
https://doi.org/10.1038/s41586-020-2012-7
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://doi.org/10.1126/science.abb3405
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://doi.org/10.7501/j.issn.0253-2670.2020.07.007
https://doi.org/10.1186/1758-2946-6-13
https://doi.org/10.1186/1758-2946-6-13
https://doi.org/10.1093/nar/gkz382
https://doi.org/10.1093/nar/gky1049
https://doi.org/10.1038/s41467-019-09234-6
https://doi.org/10.1021/acs.jcim.5b00559
https://doi.org/10.1002/pro.3730
https://doi.org/10.1093/ecam/neh081
https://doi.org/10.1038/nm.3985
https://doi.org/10.1021/acs.jcim.9b00778
https://doi.org/10.1093/nar/gkw335
https://doi.org/10.1016/S0140-6736(20)30185-9
https://doi.org/10.3969/j.issn.1006-0979.2017.14.043
https://doi.org/10.1038/s41586-020-2012-7
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://doi.org/10.1126/science.abb3405
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://doi.org/10.7501/j.issn.0253-2670.2020.07.007
https://doi.org/10.1016/S0140-6736(20)30185-9
https://doi.org/10.3969/j.issn.1006-0979.2017.14.043
https://doi.org/10.1038/s41586-020-2012-7
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://kns.cnki.net/kcms/detail/42.1204.R.20200420.1846.047.html
https://doi.org/10.1126/science.abb3405
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://kns.cnki.net/kcms/detail/44.1286.R.20200511.1748.002.html
https://doi.org/10.7501/j.issn.0253-2670.2020.07.007

